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m mm 

^n,o ti:t'^m^i±m^m^mn\.x\^^^^ti)^^hfix\^^i>o yj-yi^ti^v 
^:3rf--r vT:^^y^Mmit7i^m\ti^^m^£ti^ii^'xm^^j:±m^m^^wv 
m • mMt(Dmmxm!^^m\^*^M\^fsmk^mh^x.^fix\^^^o -m^®!^ 

oT'fc ^ y:t h ' ^4i-^y^-^y (Photodynamic therapy) 

fi. m^^t'vM (ESR) mxmMLtL^^<Dm^f}^h6t)K ESRmx\t±ms& 
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Pi/#-^ D-399) ^m<Dis\^mmm±}^<Dm^mt^i^^m LxmWTx- 

ti^'' (— fi^®f^(7)^^6^1^tBjfe(-Ol/^T{i Nagano, T., et al. . Free radicals 
in Clinical Medicine. Vol.7, pp. 35-41, 1993 ^.Cif i:)o flfflBDCHF-DA 

-m^m^<Dm&\^^^ir6zthxt^7!>K dchf-da g^»:ds^-r-5Pp^j®^> 
tb. ii^<imm^^mwmM:)j^<Dmm^m^^tix\^>tL(DxhZo 

/<-r^-r p«-i^^^^0^j*lcJ;oriE^t/6^ofS!®^caa;£t-S:t^^)^0^m^li*-r 
?^j;^l±l^m$rS#t1-'5r<i:(C^5!]tfc .(ll^<i^^W0 9 9/5 1 5 8 6-§-) » * 
tt ^ ?3 (cW^^i^Jt fc^m. TU<D-^^ (I) Xli (II) -C^ ^ n S 
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Ty^/Wk-g-^) (±15-^^(1) (cio^^-c R' iS7K*I^T•t?fe5^k^^fel3if^±l^— 



3 



wo 01/64664 PCT/JPOl/01504 

mimit. f!)3T-#ibnfc*|g5^0-(t;^i^(ss-3F) IOmM MOiblg^-ii? h 

(SS-3F) IOmM Oia^t^^:^' h/W^r^-To 

H 6 l^fi, 0y 3 X-#ibtLfc3|s:|§PJ<^'fb^#» (SS-3F) ^^ti^mt: HPLC "C^J^^ff L 
fcifeH^r^l-o m'P. (A) 10mMss-3F^^ ; (B) IOmM ss-3F 
5TM\zfj:^i:o EP-1 >SriiO^-C. 37t:-C 8 i^KSi^^^-grfcS^S^IK ; (C) lOjizM 

500 /i M J; ^ tcig^^^m-^^;!lPx.T. 3 fl#rBmfil-SJtm Lfc^jK ; (D) 

^9i2lfi, ^^clgP^o-fb-^tJ (ss-lF ^tJ? SS-3F) i: HRP/HA i: <^S*&ttSr^rtL 
fcjgm^^-r. Et, (A)ttss-IF. (B)«ss-3F©^*^lr^1-o iat«Z)|S^fi H^Oj 
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B^m^wmmm 2000-54557 ^mii^*<Dm7r^^^mtLx±x:^mmm<Dm 
^^s<s^*tTv^xtJ:o\ 2{@jL:i±oams^^-r5^-a-t-fi> ^i\.h\m-x 

• ■ 5 . 
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UK mx.\ii. a^^/~;u, 7±hy. -f y^o/^y ~-/Uf£t'<D^1^^M7F-t^:^ 

-^^a)xmu)xm^ti?>it^m)tM^&<omm\^!i^^\^xim-ktzit2m 
^ai)(Dit^mt^^[>^X'y ^ hym^m^i-^^ti>^hi>:dK 7^ hym^^ 
it^<^ (-la^(I)^c*5v^r R't^T^mmf-xh^it^m x\ty/^:i-\y±^ yit 



6 



wo 01/64664 



PCT/JPOl/01504 



5„ tso-c, '^m^itmmmm^mi:mi^Lx. m^mRu^^jz^^m^ 

NHCOCH3 

• kJLJ .CuCI 





AC2O, pyridine 
elhyl acetate 



NHCOCH3 





1.2 N HCI 



pyridine 





<ss-3> 




Isobutene.H^ 
CH2CI2 




1) A^COONa 




CF3SO3H (cat,) 
CF3CH2OH 
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NHCOCF3 




(CF3CO)20, pyridine 



CH2CI2 





.CuCI 



NHCOCF3 



pyridine 




{4, yuT^T-^:/ ' ^y^^—'f^' ^ >"^^:^=-y^ ' ''y^'^'^^ (Protective 
Groups in Organic Synthesis, T.W.Greene, John Wiley & Sons, Inc., 1981) 

m^\m^. wm. ^w. wm. '^i^it. ^m^^-^hi^yy^- 
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±15-^^ (I) X (I I) T'^ ^ n S <Dit^^X\t ^(D^t. mu ^M^T. 

^fih<Dm^^ti^n^^\^x\'^^.-^^a)xitiii)(Dit't^x\t^(Dmi 
o -c, ±12^ (I) x« (II) x-m ^Mit^mxn^(Dm^m\mm t sut^^^ttz. 

&lTV-Mt^titci\:'^mx\i^(Dm(Dlk^^mM^^:it\z..XoX. 




{^^. R*\tp-T X o-T^yms p-t KodfiyS, o-t Kp^Jfi/S^i- 
i:'^:^U f514^^fll(active oxygen species) li-STO^Xtt t KDi^i/7v' 
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U>'3:>' hV^— (Saito, I, , etal. . J. Am. Chem. Soc. , 107, 

pp. 6329-6334. 1985) tj: t^^^^-t^ ^ ti)^X'^ *%P^(D^SliMf^{-^ 
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mmm^tLxm^^ti^. 
nmm 

mi : ss-3 (-^^ (I) ^c:43v^-cR'7)5p-T5/7^::l/^s-efc^'^k^ife) ©-a- 

1) 4- 3 - KT-fe h T =1 y K<^-g-^ 

4-3— KT=y > 11.0 g . (50.4 mmol) 60 mL iZ.^t)^L. 

iCilTKg^^ 10 mL (10. 8 g. 106 mmol), • t° U i/>' 7. 8 mL (7. 65 g. 99. 4 mmol) 

4-3- KT-fe hT^y h'i:mtz (IRI: : 13.0 g, HX^ : 99.0 %), 
m. p. 174. 5 t:-175. 5 t^, 

'H-NMR (300 MHz Acetone-dg) ; 8 2.04(s, 3H), 7.46(dd, J=9. 0 Hz. 2.2Hz, IH). 
7.60(dd. J=9.0Hz. 2. 2 Hz. IH) , 9. 21 (br. IH) . 
EI Mass(M)*=261 

2) pre ss-3 (r-&f^/U) 

• y "^A t-^ h=3f-~> K 123mg (l.lOmmol) ^'^^^-^i^ 8mL/^ ^ / — /V 3 mL 
Oj'S-a-rSJC^/i^L/c, ^<D'^. 7-th'a^i/i>^V > 196mg (1. 21 mmol) $riP 

x.^j^b-c^75^Lfc, ^(om. Wis.m^^cx<omm^^^^. 7-b Kn^s^iy^-x'y 
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yyy^=iiZA-3- h'7± h7=^V K l.Ug (4. 26 mmol) ^H'V'yl^ 12 mH^^ 
t^Ltc^^^t. ^it^—^ 12A mg (1.25 mmol) t ^ . T /l^ ^^WuT X' 9 

1, ^hKm^m^Mx.xmm^\^tio ^m^f-/^ (75mLx4) -ctttHt, 

tz^mm^m^-k^X-m^L. Na,SO, f^ji^; ^i«^iciE?g*LfCc 

{^J:!?*l|;iL. press-3 {7±^M i:n^'^BBtLXmc (IR* : 68. 7 
mg. : 21.2 ?i)o 
m. p. 197. 0 'C-199. 0 "C, 

'H-NMR (300 MHz Acetone-dg) ; 6 2.08(s, 3H), 6.27(d, J=9. 5 Hz, IH) . 6.79(d. 
J=2.4Hz. IH). 6.92(dd, J=8. GHz. 2. 4 Hz, IH). 7.09(d, J=9. 0 Hz, 2H), 7.65(d, 
J=8.6Hz, IH). 7.74(d, J=9. 0 Hz, 2H). 7.93(d, J=9. 5 Hz, IH) 
EI Mass(M)*=295 

3) ss-ZO-t^ 

pre ss-3 (T-fe^/W) 67 mg. (0.227 mmol) ^ 1.2^^:^^ 20 mL l,zM?L. 

'^±izmi?iK\.xi)^h3f^mm^mv. ^(D^^if^mso^mmuxmwv 

ito ^fa^^i^^i- h y ^M,7i<.^m 65 mL $r*Dx.. B^^if^/U (75 mL x4) -Ctt 

5^/W=3/l) icj; tJlitM ss-3 trUfe^^si L-C#fc (iRl: : 38. 0 mg. W : 
66. 2 54), 

m. p. 132. 5 'C-133. 5 ' 

'H-NMR (300 MHz Acetone-dg) ; 5 4.57(br. 2H) . 6. 10(d, J=9. 5 Hz, IH) , ' 
6. 60-6. 78 (m, 5H), 7.47(d. J=8, 6 Hz. 1H)> 7.77(d. J=9. 5 Hz, IH) 
EI Mass(M)*=253 
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m2 :ss-lF (-i5S^(II){c:*5V^TR';4Sp-k Kd =¥'>73i=/uS-e*> t) , R^tIA2- 

1 ) 4-tert-7' Y^'yB- K-<>'-if '^(O'^^ 

4-3— >'V 18. 7g (85.1 mmol) Srv?^nDp<^y 150 mL iC^^it, 

T— lifemi^^ LfCo SJ2:;?^5r 2 ^^TK^-fk:^ h y AtK^?^ 50 ml T' 2 SSfei/^, w 
i\a^SQ,X^mk. ^^^W&m^-r^^itkCi:. ^ 4-tert-y h^^rv-S- k 
-<:^^>'^e^5g^i: Lt#fc (IRS : 16. 6g, JR^ : 70.7 %), 
m. p. 40. 0t:-41. 5 tlo 

'H-NMR (300 MHz CDCl,) ; 6 1. 33 (s. 9H) , 6. 75 (dd. J=9. 0 Hz, 2. 4Hz, 2H) , 7. 55 (dd. 
J=9. 0 Hz, 2. 4Hz, 2H) 
EI Mass(M)*=276 

2) pre ss-lF {t-Zf^;V)(0^^ 

y;U:t\y±^l^-fV3 ^yj^ 3. 75g (9.97mmol),:^'fkl|— ^ 3. 92 g (39. 6 mmol) , 
4-tert-y h^v-H- K^>"tf X8.05 g (29.2 mmol) ^ f U i/:/ 50 ml (c;!]DX., 
T/Ur^^^iilT-C-l O^PbU S^APflftjiiJgLfc, Rj^m^H^ 50 ml. igii®?80ml 

7 7^- (Mi^^jil ; M^5"/i^/n-'^=3{^f-^^=l/l) -Cftiiib. pre ss-lF {x-zf 
^/^) Srll&^^^^i: L-C#fc (HXl: : 19. 6 mg, iR^ : 0. 4 %), 
m.p.. 136. Ot-138. Ot: 

'H-NMR (300MHz CD3CN) ; 5 1.33 (s. 9H) , 6. 62-6.82 (m, 6H), 7.06 (m, 4H). 
7.30 (d, J=7.5 Hz, IH), 7.71-7.83 (m, 2H). 7.98 ("d, J=6. 4 Hz, IH) 
FAB Mass(M+l)*=481 
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3) ss-lFtD-g-^ 

pre ss-lF (t-^f^/U) 9.8ing(20.4 nmol)^ 2,2,2-h V 7 /^:tti3L^ y -/i^ 

^v%mrf. TKj^T-e 25 ^^m.^ ufco usmi'^k. ^^m^'y^ n n ^ > 

40mL^SrJ!)PxL, * (2 0), iafP:ftlt7K-C-i5fejf^L. Na,SO,-effcj^ tfc^, ^iiSr^ffi 
igSL. ss-1 SrHfei^B^Bi: LT#fc (llZfi : 6.6 mg. J|Jl$ : 76.9 %)„ 
ra. p. 127. 0°C-129. 0 "Co 

'H-NMR (300 MHz Acetone-dg) ; 6 6.48-6.67 (m. 6H), 6.79 (d. J=9. 0 Hz, 2H), 
6.87 (d, J=9.0Hz, 2H), 7. 17 (d. J=7. 5 Hz. IH) , 7. 58-7. 71 (m. 2H), 7.86 (d, 
J=7. 5 Hz, .IH) 
FAB Mass (M+l)*=425 

m 3 : SS-3F (-^^:(II) ^c^3V^-c p-T 5 ; y3L=.;vmx'h 0 ^ R';i5 2-:ti/V 

1) 4-3- K h y y;U:i-uT-t hT=^V h^(D^^ 

4-3— KT—LI y 25.0 g (114 mmol) (Diy ^ o a ^ y 100 ml h V 

7^U;i-nil7Kg^®S 36. 0 ml (216 iranol, 45. 0 g)S.t>* f U v^^ 17.0 ml (210 mmol, 

16.6 g)*7K?&T-cjDx., ^mRxmmttmm-r?)'^x'^}%T^w\.tio ^o^s 

T-fe hT- y K^r^^ifeS^i: LX#yt (ijXfi : 34. 1 g, IR^ : 94.8%)o 
m.p. 148. 5-149. Ot 

'H-NMR (300 MHz, CDCI3/TMS) : 6 7.35 (d. J = 8.8 Hzi 2H). 7.71 (d. J = 8.8 
Hz, IH), 7.90 (br, IH) 
EI Mass (M)* = 315 

2) N'-hy 7>'U7f-aT-fe^>'l'-ss-3F(TFA:^)©-g-^ 
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hV '^J^ 3.77 g (io. 0 ramol) ^/UT-fe 5 K 50 ml 

(40.5mmol) (0 f y v^^ 60 ml L, ^ blCi&'ffc^ 2. 55 g (25. 8 mraol) 

fcm, tK 100 ml ?Sr:ftP^, ^bJC^it®? 65 ml SriP^-CmttlCLfc, :itbSrg^®? 

.iiJi^ : |^^3if-/W/n-^:Sr-!^^^= 1 / l) U ss-3F (TFA) ^^^mW- 

t LXmtc (IRS : 76. 6 mg, JtR^ : 1. 48 X), 
m.p. 116. 5-118. 5t: 

'H-NMR (300 MHz, DMSQ-dg) ; 8 6.57-6.87 (m. 6H), 7.18 (d, J = 9. 0 Hz. 2H). 
7.30 (d, J = 7.5 Hz. IH). 7.70-7.82 (m. 4H), 8.00 (d. J = 7. 5 Hz. IH) 
FAB Mass (M+l)* = 520 

3) ss-3F(D^^ 

ss-3F(TFA) 76.6 mg (0.148 imol) RXfM^^^:^ V ^ 90.3 mg$::3i^ 
/ -yu 20 ml ^^I>*7K 1.2 ml»)l^?StC^^UT4^mPfijl»fEtfc:o ^<r>^WL 
^^?&*T-SJc/^Lxfc^. :i.9 J -iVSLO'if.^WSM^X.tZo nrnz-if. 20ml Sr*P 
x.> $P>lc:2NiS®5 10 ml iSriPx:T®?i±J^: Lfc (pH i), u ^ 

■C2 lilttaiL. *«M^*«)T^«K«:^l£fS*Lfc. mt^'y^) l3f >^y^ V 
^yy^- mii!,m:^^^^^^/n-^^-^y=l/l) T-»i!iL. ss-3F 

^mw-t Lxmz mm. 13.6 mg. w ■. 21.8 

a p. 153. 5-155. Ot: 

'H-NMR (300 MHz, acetone-dg) ; 6 6. 60-6. 89 (m. lOH). 7. 29 (d, J = 7. 5 Hz, IH). 
7.72 (td, J = 7.5 Hz, 1.5 Hz, IH), 7.80 (td, J = 7. 5 Hz. 1.5 Hz, IH). 7.98 
(d. J = 7. 5 Hz. IH) 
FAB Mass (M+D* = 424 
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m 3 -C^lbtlfc SS-3F ^ DMF fCl 10 mM <Djg^iC^/|? tfc^, 100 mM \) VM-f h 

]}'>J^Wt'^^ (pH 7.4)^iP;t-Cg:toS;6^ lOiuM ptc^illtfeo 
IOmM SS-3F mmomi^:^^^ h/^RX^^^yt:^^-!^ h/i'*:. 0S[M5t^l^H- 

F4500 ^m^^xmMLtco z(Dm. y hm\tmi^^^i^ h/i^Rv^^^'<^ 

jggtft 490 nm. m^^^ 510 nm tfSJ^ Llfco Bmt:^ 1 Illl-^-r. 1^ 1 lil«fc 9 
1^ ht^flX 0 {'^ .SS-3F ^:*Li^tt«3fe<Sr^$ ?'j^v^r. i:#?tm$^^fco 

?);(c, SS-3F ir-STOi^ircDSJE^^fl-^Sfcfttc, iOmM ss-SF^jg^tcSr^jg 
^>6S lniM, 2iiiM2a.t>'5mM{c/i5J;^l- EP-1 ^J' 
U'>'jc>' hV«^::*-=^v' K^-fb-S-*^ : Saito, I,, et al. , J. Am. Chem. Soc. . 107, 
pp. 6329-6334. 1985) <0t?^ 5^;WJh;W-fc^T 5 K(DMF)^?KSrAPt-C> ^^Si^O^ 
^^l^<k;$ril!l3eLfe(EP-i;^)o fcfc'U. roNP<D^I0t<^?aStt37t;i: Lfc, ^;^Sr 

SS-3F i: EP-1 Sr*#$-e:fe^'g'>EP-l (r>^mi,-0-^f^^^^\^'^%^^<0 
mi^^fitcc $ ?>tcm '3 EI{^:*3V^•C tm3t<^l§4*5^«) hti ss-3F dS-HJg^^ 

SS-3F t KD^i^7^^;^?/^i:<^S^S^^l'^'^-5^*^-^ IOmM ss-3F 
mm^Mili^m^i^ 1 mM J; 9 (cig^'ft:7K^?r:«JPx., i m^^^MM:^ 
ioomM lc/£S J: 9 i;:lh5 0. ig^m^H-^^^^B^. W:^mt(0\^mmt^ 

mf^-^BM<Dm\c^yt^^o±^imii)hti. ss-3f t^t vu^-y^'J^/^t 
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.2) hf^ 

SS-3F ?r DMF (C 10 mM Wj^gtC^fi? tfc^aOO mM l^mi- V ^ J^Wmn (pH 

:*:^^-r 5 :i <!: ^ ti^::. 

3) HPLC V;V 

tiTlC^-r^f^^ HPLC X-i)-^ff Lfc, 7 A (1 XTerra™ RP.a 5 m m (4. 6X 250 mm) 
^■ftffl L. ^m^Sttr -k h = h.y /U/O. 1M NaHCOj 7K^?fi?=l/l (0. 1 7 
/U^^-ni^llJSr^tf), ^ttliigfi 1 ml/:9-i; 460 nm w®^;gEiSra>J:^Lfco 

(A) 10mM.ss-3F^^^ 

(B) 10m M SS-3F mmz.m^mm^ 5 mMJCl/i^ i 0 \Z EP-1 SrJOxt^ ST'CT 8 

(C) l0;i M SS-3F ^m\^^1^Wi^i'^ 1 mM tc/iS i 9 tCji^^kTK* <lrJP X. . ^ t>ic: 

(D) ImM y/\y-^i^±>(:yWW. 

SS-3F *3jfe<Dm^ (A) . m^^m 3. 0 ^J-tC f - i^t^i^mt tltZo -m^ffi!^^^ 

^•Cfc6(B)-Cli(A)i:^7:fS 2.3^(Dt'-^;65^ fc h^n^i^yiP:t3/l^^±^.X*h 

^fi, y/l^>tU±y(^^iD)<D\^'~^ 2.2^i:-^\^tCo JJX±lcJ;i9, ss-3Ftt-m 



17 




wo 01/64664 PCT/JPOl/01504 

1) Ik^^^i^ h/l' 

m 1 X-mhtltc ss-3 fsb^l^^^t 370 nm. ^^^^It 450 nm T'iJ^1-6iU 

-g-t^iSm^rmTlgHc. EP-1 i:<^SJ^:,^7^<^^^<^«3t;^-i2^ h/i^(D^^i:m8 

:^^m<Di\:^m ss-iF. SS-3F ^iov^Tl^®^Ly^:o ei^m^^^aiffi^^t-Lr 

r^^m^n-CV^'5 DCHF-DA (2' . 7' -i^^ a d t K d 7/^;^- L^-fe :/-:^T-fex- 
h ; • T'o-y^tt. D-399) irMTk^Mir ^ :l t icX V ^^-T ^ 

DCHF (2' . 7' -i^^ n n v?fc Ko ^/U:^ U-fe-f » ^j^RS^ CX^m Lfc. DCHF-DA 
7 (Stephen L. Hempel et al. , Free Radical Biology & 

Medicine, 27, 146-159, 1999) t^TT/U* ttT, ^IJPtK^J-^ DCHF =£r^ 
fco mh. I^tmt-*5^^T DCHF-DA ^ pH 12 (DMiti- h V ^ AtK^T^T' 30 j^miHh 

E*>ic 100 mM y h y (pH 7. 4) X* iOm m i: /j: 5 i 9 #^ 

Lfco 10/iMDCHF^^{iii^^. W.hliZ.nmz.^mLtZo ss-1F. ss-SF tj lOOmM 
y ym-t h y (pH7.4)t?10MM^?K^llSLf«;^{C'g£ffl U^,ss-1F, 

SS-3F. DCHF O^t^m^ a~f <D^#-C' 30 (f <D;Zf 2 ^Pp^ 30 ^Sb. ftk 

ofc„^)feya-7'(D?gSttV^-ftl''b lOMMdOOmM y h y "^i^^ffi?^ pH 

7.4) tLtCo f^mirmH^Tp-to 
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^1 





ss-lF 


SS-3F 


DCHF 




3.3X10^ 


6.0X10^ 


' 4.8X10' 




4.8 


8.7 


26 




8.3 


5.6 


67 




. 1.8 


<1.0 


1. 9 X 10^ 




6.0 


<1.,0 


1.5X10' 




<1.0 


<1.0 


1.6X10' 



(a) iS:^^@?tfe(II) IOOmM. iS^^bTK* 1 mM ^APxfco 

(b) EP-l lOOMM^AD^fCo 

(c) KOj lOOuU^mx.tCo 

(d) mmt:^^ 1 BMSr*Dx.fco 

(e) Nocij 100 /i M ;Sr;!ra X.fco . 

(f) m^ttt'aTlc 2 30 ^-c*5^/ ^fco 

DCHFfit Kp=^r'>7v?;&>'U (^#a) ^ttC*. -eoftil«)^i4m^^i: t ct < 

Eit^^hmm\^m^^ito ss-\¥ ioiiu- ss-z? \tufm\\: (^ft^f) ^s:^< 

Stt■f^ $^trt KP^i/7v';^/Mc^v^s:J^^^4^^tTV^fco- 
^ISI^Ofk-g-ife ss-lF ^95V^tt SS-3F ^ DMF (C lOmMOMJC^^Ufc^x 100 
mM y h y •> .i* (pH7. 4) ^iO ;i T ftiii^Ji^;*^ .10 M M 5 J; 5 
t fco - <^ ss-lF 5 ^ Mi SS-3F ^m\^. ft^ii^;65 0. 2 M M (C T^ii ^ ct 9 ®^ !7 f- 
fc*^/l';tdr'>^J^—fe' O 100 niM y (pH7. 4) ^Mtl. 

0. 0.01, 0.05. 0.1, 0.5, 1.0, 2.0, S.OmM Kt^^ iioWkitH^M^WMX^y 
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<D 1) tmm(D^ii\'X'mMLtco i^^^M9m\^^\.fc. f^9mi:r)mh:d^fix 

0 (C ss-lF jo J:t>' SS-3F t ii^ikTk^M 0~5. OmM <0$BHX-ji^W6^'tC 

|IE{c:'e»l6(7)^;^J: Q , ss-iF *5iu? ss-3F t. 
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tt * w t5 IS 

1. TU(D-^^iI) XitiU) : 




(A) ft*co®IS^ 1 ]I/J:v^ Lll 3 ^Sov^-f tj^ii^ 1 m^fd.^(Dit^^Xit^<Dm.t 

(B) - J:|SXa(A) X-^^ LtziSiT V -;Wk^t!X«-tO:^«5*3tjSra!l^-r^)Xm 

6. mm^mcm^mmi^m-^irmm(Dmmm^^mMi-^if^xh^x. m, 
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9. g|^;6S'</V;i-^->^— &*-Cfc5fi^<^faffl^8:®tc:fE^Ot^Mo 
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